Reunion Island is a French oversea department in the Indian Ocean with 1.6/1000, an estimated prevalence of deafness that is almost double as compared to the mainland France. Twelve children having isolated bilateral prelingual profound deafness along with motor delay attributed to vestibular areflexia were enrolled. Their mean walking age was 19 months. Electroretinography and temporal bone CT-scans were normal in all cases. A novel homozygous frameshift lipoma 
The peer review history for this article is available at https://publons.com/publon/10. 1111/cge.13460/ Reunion Island is a French oversea department in the Indian Ocean with 1.6/1000, an estimated prevalence of deafness that is almost double as compared to the mainland France. Twelve children having isolated bilateral prelingual profound deafness along with motor delay attributed to vestibular areflexia were enrolled. Their mean walking age was 19 months. Electroretinography and temporal bone CT-scans were normal in all cases. A novel homozygous frameshift lipoma HMGIC fusion partner-like 5 (LHFPL5) variant c.185delT p.(Phe62Serfs*23) was identified using whole-exome sequencing. It was found in seven families. Four patients from two different families from both Reunion Island and mainland France, were compound heterozygous: c.185delT p. The aim of our study was to determine the cause of hearing impairment in those 12 children.
| MATERIALS AND METHODS
Editorial Policies and Ethical Considerations: The study was approved by an Ethics Committee and written informed consent was obtained from both parents of patients in accordance with French rules.
Vocal audiometry, pure-tone audiometry, vestibular areflexia and walking age were assessed. All patients underwent an electroretinography and temporal bone CT-scan.
Genomic DNA was extracted from blood by standard extraction procedures. All patients were sequenced for GJB2 (MIM# 121011) (NM_004004.5) and Usher syndrome type 1 genes and no variant was found. Cytomegalovirus (CMV) serologies were negative for all patients. Familial segregations were performed. The LHFPL5 variant was submitted to the corresponding LOVD database at http//databases.lovd.
nl/shared/variants/0000368414#00011111 (patient ID 00152005).
Genotype analysis was carried out using 18 single nucleotide polymorphisms spanning 0.39 megabases around LHFPL5 mutation to identify founder haplotype along with proximal and distal recombination points. 2 The age of the most recent common ancestor who introduced the mutation in the population was estimated by Estiage method. 3 A maximum likelihood estimate of this age is provided by comparing the haplotypes shared by the mutation carriers and finding the position where recombinations are probably to have happened.
| RESULTS
Twelve isolated bilateral profound deaf patients (eight females and four males; seven sporadic cases and two familial forms) from Reunion Island, with a recessive mode of inheritance were included. In seven families, both parents were from Reunion Island while in the two remaining ones, one parent was from Reunion Island and the other from mainland France.
| Clinical results
All patients suffered from bilateral profound deafness, diagnosed before the age of 1 year, and were cochlear implanted. The mean age of walking acquisition was 19 months. Vestibular investigations revealed bilateral vestibular areflexia in all cases. Electroretinogram and temporal bone CT-scan were normal in all patients (Table 1) .
At 2 years of cochlear implantation, words and sentences recognition were of a mean percentage of 71% (min: 30%; max: 100%) and 56% (min: 10%; max: 94%), respectively. Nottingham scale for speech intelligibility was of a mean 3.5 (min: 0; max: 5). All patients had oral communication, but three patients also needed sign language.
| Molecular results
Thanks to WES, we identified a compound heterozygous variant in 
| Datation of the variants
Genotype analysis revealed that recurrent occurrence of this mutation in Reunion group is because of common ancestor. 
| DISCUSSION
The two main etiologies of congenital profound sensorineural hearing loss along with vestibular areflexia are CMV fetopathy 5 and Usher syndrome type 1. 6 These causes have been excluded for our patients, and pathologic variants of LHFPL5 discovered among this population from the Reunion population.
Few LHFPL5 variants have already been reported (Table 2) . a major role in hair bundle morphogenesis. 8, 9 Tmhs mutation has been reported as a cause of deafness and vestibular dysfunction characterized by circling behaviour in the hurry scurry hscy mice. 10 The identification of the same LHFPL5 variant in a cohort presenting with the same phenotype but originating from a specific isolated geographical area, suggests the existence of a common ancestor, responsible for the major form of non-syndromic profound hearing impairment on Reunion Island. All our patients belong to the same ethnic group, the White Creoles, from the first core of settlers in 1663, and represent 20% of the population of the island. A founder effect in this population has already been described in Larsen syndrome, 11 obesity because of LEPR variants, 12 in RAVINE syndrome due to SLC7A2 variants, 13 pulmonary alveolar proteinosis 14 and Fryns syndrome. 15 
